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CLAIMS 



What is claimed is: 



10 



15 



20 



A compound of Formula I 




and the phanriaceuticaUy acceptable salts thereof, 
wherein: 

the dotted line represents an optional double bond; 
Z is N or CH; 
G is N or CH; 
W is NH, S, SO, or SO2;' 

Xis either O, S, orNR^O; 

r1, r2, and R^O are independefttly selected from the group consisting of 
H, (CH2)nAr, COR^, (CH^heteroaryl, (CH2)nheterocyclyl, 
Ci-Cio alkyl, C3-C10 cycloalKvl, C2-C]0 alkenyl, and C2-C10 
alkynyl, wherein n is 0, 1,2, or 3 Vid the (CH2)nAr, 
(CH2)nheteroaryl, alkyl, cycloalkyl, qlkenyl, and alkynyl groups 

are optionally substituted by up to 5 groups selected from NR^R^, 
N(0)R'^r5, Nr4r5r6y^ alkyl, phenyl, substituted phenyl, 
(CH2)nheteroaryl, hydroxy, alkoxy, phenoxy)\thiol, thioalkyl, halo, 

COr4, CO2R4, CONR4r5, S02NR4r5, S03R\P03R4, 
aldehyde, nitrile, nitro. 
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to 
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0R5 



heteroaryloxy, T(CH2)mQR'^. T(CH2)mC-(CH2)mQR'^. 



H 

:0)T(CH2)mQR'^. NHC(0)T(CH2)mQR'^. 
T(aH2)mC(0)NR4NR5, or T(CH2)mC02R^ wherein each m is 

indepei^ently 1-6, T is O, S, NR4, N(0)R4, NR^R^Y, or CR4r5, 
and Q is O. S, NR5, N(0)R5, or NR5r6Y; 
when the dotted linevis present, R^ is absent; 

otherwise R^ has the meanings of r2, wherein r2 is as defined above, as 
well as OH, NR^k^, COOR^, OR^^, CONR^rS, SO^NR^rS, 

SOsR"^, PO3R4, 




T(CH2)mQR'^. T(CH2)niO^(CH2)mQR'^, 



30 



wherein T and Q are as defined above; 

r4 and R^ are each independently selecte^d from the group consisting of 
hydrogen, Cj-Cg alkyl, substituted aUcyl, C2-C6 alkenyl, C2-C6 

alkynyl, N(Ci-C6alkyl)i or 2' (CH2)iX'"' C3-C10 cycloalkyl, 

heterocyclyl, and heteroaryl, or R'^ and R'^ together with the 
nitrogen to which they are attached optionally form a ring having 
3 to 7 carbon atoms and said ring optionally contains 1 , 2, or 
3 heteroatoms selected from the group consisting of nitrogen, 
substituted nitrogen, oxygen, and sulfur; 

when R^ and R^ together with the nitrogen to which they are attached 

form a ring, the said ring is optionally substituted by\l to 3 groups 
selected from OH, OR^, NR4r5, (CH2)mOR'^' (CH2)mNR4R5, 
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T-(CH2)mQR4' CO-T-(CH2)mQR'^, NH(CO)T(CH2)mQR'^, 
'h(^H2)mC02R4, or T(CH2)mCONR4R5. 

r6 is alkyl; 

r8 and r9 independ^y are H, C1-C3 alkyl, NR4r5, N(0)R4r5, 

NR4r5r6y, hydroxy, alkoxy, thiol, thioalkyl, halo, COR^, 
CO2R4, CONR4rVSQ2NR4r5, SO3R4, POsR^, CHO, CN, or 

NO2; 

when the dotted line is absent, R^ is additionally carbonyl, thiocarbonyl, 

imine and substituted imine, oxim^^nd oxime ether, and 
Y is a halo counter-ion. 



A compound of Claim 1 wherein Z and G both are N>Wis NH, and R^^ 
and r9 both are hydrogen. 



A compound of Claim 2 having the formula 




A compound of Claim 3 wherein is phenyl or substituted phenyl, 
pyridyl or substituted pyridyl. 

A compound of Claim 4 wherein r2 is an alkyl, substituted alkyl, or 
cycloalkyl unsubstituted or substituted. 



A compound selected from: 

l-Methyl-7-[4-(pyrazol-l-yl)phenylamino]pyrimido[4,5- 

d]pyrimidin-2( 1 /f)-one; 
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1 -Methy l-7-[4-(4-methylpiperazin- 1 - 
yl)phenylamino]pyrimido[4,5-i/jpyrimidin-2( 1 //)-one; 

1 -Methy 1-7- [4-(4-hydroxypiperidin- 1 - 
yl)phenylamino]pyrimido[4,5-^/]pyrimidin-2(l//)-one; 

1 -Methy 1-7- {4-[4-(dimethylamino)piperidin-l-yl]phenylamino}- 
pyrimido[4,5-^pyrimidin-2(l//)-one; 

1 -Isopropyl-7-[4-(pyrazol- 1 -yl)phenylamino]pyrimido[4,5- 

d] py ri midi n-2 ( 1 H)-ont ; 

1 -Isopropyl-7-[4-(4-inethylpiperazin- 1 - 
yl)phenylamino]pyrimido[4,5-^/]pyrimidin-2(l/f)-one; 

1 -Isopropyl-7-[4-(4-hydroxypiperidin-l - 
yl)phenylamino]pyriinido[4,5-</lpyrimidin-2( 1 //)-one; 

l-IsopropyI-7-{4-[4-(dimethylamino)piperidin-l-yl]phenylamino} 

pyriniido[4,5-t/]pyrimidin-2(l//)-one; 

1 -Bicyclo[2.2. 1 ]hept-2-yl-7-[4-(pyra2ol- 1 -yl)phenylamino]- 
py rimido [4 ,5 -i/] pyrimidin-2 ( 1 //)-one (exo) ; 

1 -Bicyclo[2.2. 1 ]hept-2-y l-7-[4-(4-methylpiperazin- 1 - 
yl)phenylamino]pyrimido[4,5-J]pyrimidin-2(l//)-one (exo); 

l-Bicyclo[2.2.1]hept-2-yl-7-[4-(4-hydroxypiperidin-l- 
yl)phenylamino]pyrimido[4,5-£/]pyrimidin-2(l//)-one (exo); 

l-Bicyclo[2.2.1]hept-2-yl-7-{4-[4-(dimethylamino)piperidin-l- 
yl]phenylamino}pyrirnido[4,5-£/]pyrimidin-2(l//)-one (exo); 

7-[4-(4-Aminoacetyl-piperazin-l-yl)-phenylamino]-l-cyclopentyl 
pyrimido[4,5-rf]pyrimidin-2(l//)-one; 

7-{4-[4-(2-Amino-4-methyl-pentanoyl)-piperazin-l-yl]- 
phenylamino}-l-cyclopentyl-pyrimido[4,5-4i]pyrimidin-2(l/f)-one; 

1 -Methyl-7-{4-[4-(3-morpholin-4-ylpropyl)piperidin-l - 
yl]phenylamino}pyrimido[4,5-<f]pyrimidin-2(l/f)-one; 

l-Isopropyl-7-{4-[4-(3-morpholin-4-ylpropyl)piperidin-l- 
yl]phenylamino}pyrimido[4,5-^snpyrimidin-2(l//)-one; 

1 -Cyclopentyl-7- {4-[4-(3-morpholin-4-ylpropyl)piperidin- 1 - 
y 1] phenylamino } py rimido [4 , 5 -^pyrimidin-2 ( 1 /f)-one ; 
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l-Bicyclo[2.2.1]hept-2-yl-7-{4-[4-(3-morpholin-4- 
yIpropyl)piperidin- 1 -yljphenylamino } pyrimido[4,5- J]pyrimidin-2( 1 H)- 
one (exo); 

l-Cyclopentyl-7-(4-methanesulfonyl-phenylamino)-pyrimido[4,5- 

t/]pyrimidin-2(l //)-one; 

l-Cyclopentyl-7-(4-fluoro-3-methyl-phenylamino)-pyrimido[4,5- 

J]pyrimidin-2( 1 //)-one; 

7_[4.(3-Amino-pyrrolidin-l-yI)-phenylamino]-l-cyclopentyl- 

pyrimido[4,5-ii]pyrimidin-2(l//)-one; 

l-Cyclopentyl-7-(4-pipera2in-l-yl-phenylamino)-pyrimido[4,5- 

</|pyriniidin-2( 1 /7)-one; 

l-Cyclopentyl-7-[4-(5-methyl-hexahydro-pyrrolo[3,4-c]pyrrol-2- 

yl)-phenylamino]-pyrimido[4,5-cripyrimidin-2( 1 //)-one; 

7-[4_(4-Acetyl-piperazin- 1 -yl)-phenylamino]-l -cycloheptyl- 
pyrimido[4,5-<flpyrimidin-2(l//)-one; and 



l-Cyclopentyl-7-(pyridin-4-ylamino)pyrimido[4,5-^/lpyrimidin- 
2(l//)-one. 




A compound of Claim 7 wherein is alkyl, pyridyl, or phenyl, each 
optionally substituted with hydroxy, alkoxy, NR'^R^, or T(CH2)mQR'^' 

A compound selected from: 

1 -Methyl-7-[4-(pyrazol-l -yl)phenylamino]-3,4-dihydro- 
pyrimido[4,5-<f]pyrimidin-2(l//)-one; 

1 -Methyl-7-[4-(4-methylpiperazin-l -yl)phenylamino]-3,4-dihyd^o- 
py rimi do [4 , 5 py rimidin-2( 1 //)-one ; 
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1 -Methyl-7-[4-(4-hydroxypiperidin- 1 -yl)phenylamino]-3,4- 
dihydro-pyrimido[4,5-<i]pyrimidin-2(l//)-one; 

1 -Methyl-7- {4-[4-(dimethylamino)piperidin- 1 -yl]phenylamino } - 
3,4-dihydro-pyrimido[4,5-^/]pyrimidin-2(l//)-one; 

l-Isopropyl-7-[4-(pyrazol-l-yl)phenylamino]-3,4-dihydro- 

pyrimido [4,5-^f)pyrimidin-2( 1 //)-one; 

1 -Isopropyl-7-[4-(4-methylpiperazin- 1 -yl)phenylamino]-3,4- 
dihydro-pyrimido[4,5-cflpyrimidin-2(l//)-one; 

1 -lsopropyl-7-[4-(4-hydroxypiperidin- 1 -yI)phenylamino]-3,4- 
dihydro-pyrimido[4,5-^/]pyrimidin-2(l/f)-one; 

l-Isopropyl-7-{4-[4-(dimethylamino)piperidin-l-yl]phenylamino}- 

3,4-dihydro-pyrimido[4,5-(i]pyrimidin-2(l//)-one; 

l-Bicyclo[2.2.1]hepl-2-yl-7-[4-(pyrazol-l-yl)phenylamino]-3,4- 

dihydro-pyrimido[4,5-t/lpyrimidin-2(lif)-one (exo); 

1 -Bicyclo[2.2. l]hept-2-yl-7-[4-(4-methylpiperazin-l - 
yl)phenylamino]-3,4-dihydro-pyrimido[4,5-df]pyrimidin-2(l//)-one (exo); 

1 -Bicyclo[2.2. 1 ]hept-2-yl-7-[4-(4-hydroxypiperidin- 1 - 
yl)phenylamino]-3,4-dihydro-pyrimido[4,5-f/]pyriniidin-2(l//)-one (exo); 

l-Bicyclo[2.2.1]hept-2-yl-7-{4-[4-(dimethylamino)piperidin-l- 
y 1] pheny lamino } -3 ,4-dihy dro-pyrimido [4, 5 -<flpyrimidin-2( 1 i/)-one (exo) ; 

7_[4.(4-Aminoacetyl-piperazin- 1 -yl)-phenylamino]- 1 -cyclopenty l- 
3,4-dihydro-pyrirnido[4,5-6ripyrimidin-2(l//)-one; 

7_(4_[4.(2-Amino-4-methyl-pentanoyl)-piperazin-l-yl]- 
phenylamino } - 1 -cyclopenty 1-3 ,4-dihydro-pyrimido [4,5-c/lpyrimidin- 
2(l/f)-one; 

1 -Methyl-7-{4-[4-(3-morpholin-4-ylpropyl)piperidin-l - 
yI]phenylamino}-3,4-dihydro-pyrimido[4,5-i/|pyriniidin-2(l//)-one; 

1 -Isopropyl-7- {4- [4-(3-inorpholin-4-ylpropy l)piperidin- 1 - 
yl]phenylamino}-3,4-dihydro-pyrimido[4,5-<^pyrimidin-2(l//)-one; 

l-Cyclopentyl-7-{4-[4-(3-morpholin-4-ylpropyl)piperidin-l- 
yl]phenylamino}-3,4-dihydro-pyrimido[4,5-<i]pyrimidin-2(l/f)-one; 
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1 -Bicyclo [2 .2 . 1 ]hept-2-y 1-7- { 4- [4-(3 -morpholin-4- 
ylpropyl)piperidin-l-yl]phenylamino}-3,4-dihydro-pyrimido[4,5- 

//|pyrimidin-2(l//)-one (exo); 

l-Cyclopentyl-7-(pyridin-4-ylamino)-3,4-dihydro-pyrimido[4,5- 

5 ^pyrimidin-2(l/f)-one; 

l-Cyclopentyl-7-(4-methanesulfonyl-phenylamino)-3,4-dihydro- 

pyrimido[4,5-J]pyrimidin-2(l//)-one; 

l-Cyclopentyl-7-(4-fluoro-3-methyl-phenylamino)-3,4-dihydro- 
pyrimido[4,5-</lpyrimidin-2(l/]r)-one; 
1 0 7- [4-(3- Amino-pyrrolidin- 1 -y l)-pheny lamino]- 1 -cyclopentyl-3 ,4- 

dihydro-pyrimido[4,5-^/]pyrimidin-2(l//)-one; 

7-[4-(4-Acetyl-piperazin-l-yl)-phenylaniino]-l-cyclopentyl-3,4- 
dihydro-pyrimido[4,5-i/lpyrimidin-2(l/f)-one; 

1 -Cyclopentyl-7-(4-piperazin-l -yl-phenylamino)-3,4-dihydro- 
15 pyrimido[4,5-</lpyrimidin-2(l//)-one; 

l-Cyclopentyl-7-[4-(5-methyl-hexahydro-pyrTolo[3,4-c]pyrrol-2- 
yl)-phenylamino]-3,4-dihydro-pyrimido[4,5-^/lpyrimidin-2(l//)-one; 

7-[4-(4-Aminoacetyl-piperazin-l-yl)-phenylamino]-3-(3,5- 
dimethoxy-phenyl)- 1 -ethy 1-3 ,4-dihydro-pyrimido [4,5-i/]pyrimidin-2( 1 H)- 
20 one: 

7-[4-(4.Aminoacetyl-piperazin-l-yl)-phenylamino]-3-(2-chloro- 
3,5-dimethoxy-phenyl)-l-ethyI-3,4-dihydro-pyrimido[4,5-^/]pyrimidin- 

2(l//)-one; 

7-[4-(4-Aminoacetyl-piperazin- 1 -yl)-phenylamino]-3-(2,6- 
25 dichloro-3,5-dimethoxy-phenyl)-l-ethyl-3,4-dihydro-pyrimido[4,5- 

^/)pyrimidin-2( 1 H)-ont; 

7_[4.(4.Aminoacety 1-piperazin- 1 -yl)-phenylamino]-3-(2-methyl- 
3,5-dimethoxy-phenyl)-l-ethyl-3,4-dihydro-pyrimido[4,5-t/]pyrimidin- 

2(l//)-one; 

30 7-[4-(4-Aminoacetyl-pipera2in-l-yl)-phenylamino]-3-(2,6- 

dimethyl-3,5-dimethoxy-phenyl)-l-ethyl-3,4-dihydro-pyrimido[4,5- 
£/]pyrimidin-2(l//)-one; 
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7-[4-(2-Diethylamino-ethoxy)-phenylamino]-3-(3,5-dimethoxy- 

phenyl)- 1 -ethyl-3 ,4-dihydro-py rimido [4,5-(i]pyrimidin-2( 1 H)-one; 

7-[4-(2-Diethylamino-ethoxy)-phenylamino]-3-(2-chloro-3,5- 
dimethoxy-phenyl)-l-ethyl-3,4-dihydro-pyrimido[4,5-<|pyrimidin-2(l//^ 

one; 

7-[4-(2-Diethylamino-ethoxy)-phenylamino]-3-(2,6-dichloro-3,5- 
dimethoxy-phenyI)-l-ethyl-3,4-dihydro-pyrimido[4,5-d/lpyriniidin-2(l/f)- 

one; 

7.[4-(2-Diethylamino-ethoxy)-phenylamino]-3-(2-methyl-3,5- 
dimethoxy-phenyl)- 1 -ethyl-3,4-dihydro-pyrimido[4,5-c/lpyriniidin-2( 1 H)- 
one; 

7-[4-(2-Diethylamino-ethoxy)-phenylamino]-3-(2,6-dimethyl-3,5- 
dimethoxy-phenyl)-l-ethyl-3,4-dihydro-pyrimido[4,5-^/lpyrimidin-2(l//)- 

one; 

7-(4-Diethylamino-butylamino)-3-(3,5-dimethoxy-phenyl)-l-ethyl- 
3,4-dihydro-pyrimido[4,5-<f]pyrimidin-2(l/f)-one; 

7-(4-Diethylamino-buty lamino)-3 -(2-chloro-3 ,5-dimethoxy- 
phenyl)- 1 -ethyl-3 ,4-dihydro-pyrimido[4,5-£/]pyrimidin-2( 1 //)-one; 

7-(4-Diethylamino-butylamino)-3-(2,6-dichloro-3,5-dimethoxy- 
phenyl)-! -ethyl-3, 4-dihydro-pyrimido[4,5-rf]pyrimidin-2(l//)-on 

7-(4-Diethylamino-butylamino)-3-(2-methyl-3,5-dimethoxy- 
phenyl)-l-ethyl-3,4-dihydro-pyrimido[4,5-(flpyrimidin-2(l//)-OJ^e; 

7-(4-Diethylamino-butylamino)-3-(2,6-dimethyl-3,5-dimethoxy- 
phenyl)-l-ethyl-3,4-dihydro-pyrimido[4,5-<i]pyrimidin-2(l//)-one; 

7-(Pyridin-4-ylamino)-3-(3,5-dimethoxy-phenyl)-l -ethyl-3, 4- 

dihydro-pyrimido[4,5-^/lpyrimidin-2(l//)-one; 

7-(Pyridin-4-ylamino)-3-(2-chloro-3,5-dimethoxy-phenyl)-l-ethyl- 

3,4-dihydro-pyrimido[4,5-<flpyrimidin-2(l//)-one; 

7-(Pyridin-4-ylamino)-3-(2,6-dichioro-3,5-dimethoxy-phenyl)-l- 

ethy 1-3 ,4-dihydro-pyrimido [4,5-^/]pyriinidin-2( 1 //)-one ; 

7-(Pyridin-4-ylamino)-3-(2,6-dimethyl-3,5-dimethoxy-phenyl)-l- 

ethyl-3,4-dihydro-pyrimido[4,5-(/lpyrimidin-2(l//)-one; 
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7-(Pyridin-4-ylamino)-3-(2-methyl-3 ,5-dimethoxy-phenyl)- 1 -ethy 1- 
3,4-dihydro-pyrimido[4,5-£f]pyrimidin-2(l//)-one; 

7-(Pyridin-4-ylamino)-3-(2,6-dichloro-3,5-dimethoxy-phenyl)-l- 
cyclopentyl-3,4-dihydro-pyriniido[4,5-d]pyrimidin-2(l//)-one; 

3-(2-Chloro-3,5-dimethoxy-phenyl)-7-(4-diethylamino- 
butylamino)-3,4-dihydro-pyrimido[4,5-<aQpyrimidin-2(l//)-one; 

3-(2-Chloro-3,5-dimethoxy-phenyl)-7-[4-(2-diethylamino-ethoxy)- 
phenylamino]-3,4-dihydro-pyrimido[4,5-<^pyrimidin-2(l//)-one; 

3-(2-Chloro-3,5-dimethoxy-phenyl)-7-(pyridin-4-ylamino)-3,4- 
dihydro-pyrimido[4,5-6ripyriniidin-2(l//)-one; 

3-(3,5-Dimethoxy-phenyl)-7-(pyridin-4-ylamino)-3,4-dihydro- 

py rimido [4,5-^pyrimidin-2( 1 /f)-one ; 

7-[4-(2-Diethylamino-ethoxy)-phenylamino]-3-(3,5-dimethoxy- 
pheny l)-3 ,4-dihydro-pyrimido[4,5-i/lpyrimidin-2( 1 //)-one; 

3-(2,6-Dichloro-3,5-dimethoxy-phenyl)-7-(pyridin-4-ylamino)-3,4- 
dihydro-pyrimido[4,5-d]pyrimidin-2(l //)-one; and 



3-(2,6-Dichloro-3,5-dimethoxy-phenyl)-7-[4-(2-diethylamino- 
ethoxy)-phenylamino]-3,4-dihydro-pyrimido[4,5-<i]pyrimidin-2(l//)-one. 




A compound selected from; 

l-[7-[4-(2-Diethylamino-ethoxy)-phenylamino]-3-(3,5-dimethoxy- 

phenyl)-3,4-dihydro-pyrimido[4,5-tjripyrimidin-2-yl]-3-ethyl-urea; 

l-{3-(2-Chloro-3,5-dimethoxy-phenyl)-7-[4-(2-diethylamino- 
ethoxy)-phenylamino]-3,4-dihydro-pyrimido[4,5-<flpyrimidin-2-yl}-3- 

ethyl-urea; 

l-/er/-Butyl-3-[7-[4-(2-diethylamino-ethoxy)-phenylamino]-3-(3,5- 
dimethoxy-phenyl)-3,4-dihydro-pyrimido[4,5-J]pyrimidin-2-yl]-urea; 
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l-/er/-Butyl-3-{3-(2-chloro-3,5-dimethoxy-phenyl)-7-[4-(2- 
diethylamino-ethoxy)-phenylamino]-3,4-dihydro-pyrimido[4,5- 

d/]pyrimidin-2-yl }-urea; 

l-/er/-Butyl-3-[3-(3,5-dimethoxy-phenyl)-7-(pyridin-4-ylamino)- 

3,4-dihydro-pyrimido[4,5-</|pyrimidin-2-yl]-urea; 

l-[3-(3,5-Dimethoxy-phenyl)-7-(pyridin-4-ylamino)-3,4-dihydro- 

pyrimido[4,5-</]pyrimidin-2-yl]-3-ethyl-urea; 

l-rer^ButylO-[3-(2-chlo^o-3,5-dimethoxy-phenyl)-7-(pyridin-4- 

ylamino)-3,4-dihydro-pyrimido[4,5-</lpyrimidin-2-yl]-urea; 

l-[3-(2-Chloro-3,5-dimethoxy-phenyl)-7-(pyridin-4-ylamino)-3,4- 

dihydro-pyrimido[4,5-f/]pyrimidin-2-yl]-3-ethyl-urea; 

l-[3-(2-Chloro-3,5-dimethoxy-phenyl)-7-(4-diethylamino- 
butylamino)-3,4-dihydro-pyrirnido[4,5-J]pyrimidin-2-yl]-3-ethyl-urea; 

3-Methyl-N-{7-[4-(5-methyl-hexahydro-pyrrolo[3,4-c]pyrrol-2-yl)- 
phenylamino]-3,4-dihydro-pyrimido[4,5-rf]pyrimidin-2-yl}-butyramide; 

1 .{7-[4.(4.Acetyl-piperazin-l -yl)-phenylamino]-3,4-dihydro- 

pyrimido[4,5-i/lpyrimidin-2-yl } -3-isopropyl-urea; and 

l-/er/-Butyl-3-[3-(2-chloro-3,5-dimethoxy-phenyl)-7-(4- 
diethylamino-butylamino)-3,4-dihydro-pyrimido[4,5-^pyrimidin-2-yl]- 

urea. 



A compound >3if Claim 2 having the formula 




O 

R — N N ^NHC r"^ 




A compound selected from: 

l-[7-(4-Fluoro-phenylamino)-pyrimido[4,5-d]pyrimidin-2-yl]-3- 

methyl-urea; 

l-Isopropyl-3-(7-phenylamino-pyrimido[4,5-J]pyrimidin-2-yl)- 

urea; 
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l-{7-[4-(3-Aminomethyl-pyiTolidin-l-yl)-phenylarnino]- 
pyrimido[4,5-£/lpyrimidin-2-yl}-3-isopropyl-urea; 

1 -Isopropyl-3-[7-(4-piperazin-l -yl-phenylamino)-pyrimido[4,5- 

^/]pyrimidin-2-yl]-urea; 

1 -{7.[4-(4-Acetyl-piperazin-l -yl)-phenylamino]-pyriniido[4,5- 

J]pyrimidin-2-yl}-3-isopropyl-urea; 

N-{7-[4-(3-Amino-pyrrolidin-l-yl)-phenylamino]-pyrimido[4,5- 

i^Tlpy rimidin-2-y 1 } -3 -methyl-butyramide ; 

N-[7-(4-Piperazin-l-yl-phenylamino)-pyrimido[4,5-(i]pyrimidin-2- 

yl]-isobutyramide; 

N-{7-[4-(4-Acetyl-piperazin-l-yl)-phenylamino]-pyrimido[4,5- 

£/]pyrimidin-2-yl}-3-methyl-butyramide; 

3-Methyl-N-[7-(pyridin-4-ylamino)-pyrimido[4,5-i/|pyrimidin-2- 

ylj-butyramide; 

l-Isopropyl-3-[7-(pyridin-4-ylamino)-pyrimido[4,5-J]pyrimidin-2- 
yl]-urea; and 

N-{7-[4-(3-Aminomethyl-pyrrolidin-l-yl)-phenylamino]- 
pyrimido[4,5-<lpyrimidin-2-yl}-3-rnethyl-butyramide. 

A compound of Claim 1 wherein W is S, SO, or SO2. 
A compound of Claim 1 having the formula 



O 




A compound selected from: 

1 -Isopropyl-7-[4-(4-methylpiperazin- 1 -yl)phenylamino]-l//- 
pyrimido[4,5-J]pyrimidine-2j4-dione; 
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7-[4-(2-Diethylaminoethoxy)phenylainino]- 1 -isopropyl- 1 H- 
pyrimido[4,5-£/]pyriinidine-2,4-dione; 

7-(4-Diethylamino-butylamino)-3-(3,5-dimethoxy-phenyl)-l -ethyl 

l//-pyrimido[4,5-t/]pyrimidine-2,4-dione; 

7-[4-(2-Diethylamino-ethoxy)-phenylamino]-3-(3,5-dimethoxy- 
phenyl)-! -ethyl-1 //-pyrimido[4,5-</]pyrimidine-2,4-dione; and 

7-(Pyridin-4-ylamino)-3-(3,5-dimethoxy-phenyl)-l-ethyl-l//- 
pyrimido[4,5-(f|pyrimidine-2,4-dione. 



10 



compound of Claim 1 wherein Z is N, G is CH, W is NH, and and 
R\both are hydrogen. 



18 



15 



20 



A comppund of Claim 17 having the formula 

3 



R— K 




19. A compound selected 



2-[4-(3-Amino-pyrh>lidin-l-yl)-phenylamino]-8-isopropyl-8//- 

pyrido[4,3-^pyriniidin-7-oney 

8-Cyclopentyl-2-[4-(he^hydro-pyrrolo[3,4-c]pyrrol-2-yl)- 

phenylamino]-8//-pyrido[4,3-<^pytimidin-7-one; 

2-[4-(4-Acetyl-piperazin-l-yl^-phenylamino]-8-cyclopentyl-8//" 

pyrido[4,3-<^pyriniidin-7-one; 

N-{2-[4-(4-Aminoacetyl-piperazi)\rl-yl)-phenylamino]-8- 

cyclopentyl-pyrido[4,3-c/lpyrimidin-7-yl}-2>2-dimethyl-propionamide; and 

N-(2-{4-[4-(2-Amino-4-methyl-pentai^yl)-piperazin-l-yl]- 

phenylamino}-8-cyclopentyl-pyrido[43-<^pyrimdin-7-yl)-2,2-dim^^ 

propionamide. 
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A compound of (^ISjin 1 wherein Z is CH, G is N, W is NH, and and 
r9 both are hydrogen. 




-J 



A compound of Claim 20 having the formula 



a I*. 
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15 
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22. A compounaxselected from 



1 -(2-Be^zyloxyethyl)-7-[4-(4-methylpiperazin-l - 
yl)phenylamino]p^rido[4,3-^flpyrimidin-2( 1 //)-one; 

1 -(Thiophen^-yl)-7-[4-(4-methylpiperazin-l - 
yl)phenylamino]pyridal4,3-^5npyriJ^idin-2(l//)-one; 

1 -(Thiophen-2-ylfi8^thyl)-7-[4-(4-methylpiperazin- 1 - 



yl)phenylamino]pyrido[4, 
1 -(Tetrahydrofura 



25 



pyrimidin-2 ( 1 //)-one ; 

-7-[4-(4-methylpiperazin-l - 
yl)phenylamino]pyrido[4,3-c/]p)>rimidin-2(l//)-one; 

1 -(Hexa-2,4-diene-l -yl)-7-[4-(4-methylpiperazin- 1 - 
yl)phenylamino]pyrido[4,3-^pyrimiain-2(l//)-one; 

1 -(Prop-2-yne- 1 -yl)-7-[4-(4-me\hylpiperazin- 1 - 
yl)phenylamino]pyrido[4,3-<^pyrimidin-2(l//)-one; 

1 -[3-(Dimethylamino)prop- 1 -yl]-7-[4-(4-methylpiperazin- 1 
yl)phenylamino]pyrido[43-^flpyrimidin-2(liiVone; 

1 -(3-Hydroxyprop- 1 -yl)-7-[4-(4-methylmperazin- 1 - 
yl)phenylamino]pyrido[43-<flpyrimidin-2(li/)-oni^, 

1 -(Pyridin-4-ylmethyl)-7-[4-(4-methylpiperas^in- 1 - 
yl)phenylamino]pyrido[4,3-^pyrimidin-2(l//)-one; 

l-(3,5-Dimethylhept-l -yl)-7-[4-(4-methylpipera^in-l - 
yl)phenylamino]pyrido[4,3-d]pyrimidin-2(l//)-one; 
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1 -Cyclopentyl-7-(4-piperazin- 1 -ylphenylamino)pyrido[4,3 
(/]py^midin-2(l//)-one; and 

7- [4-(3 . Aminopyrrolidin- 1 -y l)pheny lamino]- 1 - 
cyclopeWlpyrido[4,3-J]pyrimidin-2(l//)-one. 



23. A compourt^ of Claim 20 having the formula 



R 



s ; S 



10 



15 



20 
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24. A compound selected trom: 

1 -(2-Benzyloxy^yl)-7-[4-(4-methylpiperazin-l -yl)phenylamino]- 

3,4-dihydro-pyrido[43-^5^^rimidin-2(l//)-one; 

1 -(Thiophen-2-ylftf^[4-(4^ 
dihydro-pyrido[43-^pyJrimidin-2(l//)-one; 

1 -(Thiophen-2-ylmethyb-7-[4-(4-methylpipera2in-l - 
yl)phenylamino]-3,4-dihydro-pyiddo[43-J]pyrimidin-2(l//)-one; 

1 -(Tetrahydrofuran-2-yl)-7\f 4-(4-methylpiperazin- 1 - 
yl)phenylamino]-3,4-dihydro-pyrido[4,3-^flpyrimidin-2(l//)-o 

1 -(Hexa-2,4-diene-l -yl)-7-[4-(Vmethylpiperazin-l - 
yl)phenylamino]-3,4-dihydro-pyrido[4,3W]pyrimidin-2(l/f)-one; 

1 -(Prop-2-yne-l -yl)-7-[4-(4-meth^iperazin-l -yl)pheny lamino] - 

3 ,4-dihydro-pyrido[4,3-rf]pyrimidin-2( 1 //)-cme; 

1 -[3-(Dimethylamino)prop- 1 -y l]-7-[4V4-methylpiperazin- 1 - 
yl)phenylamino]-3,4-dihydro-pyrido[43-<flpyrimidin-2(l^ 

1 -(3-Hydroxyprop-l -yl)-7-[4-(4-methylpiperazin-l - 
yl)phenylamino]-3,4-dihydro-pyrido[43-^pyrimidin-2(l//)-one; 

1 -(Pyridin-4-ylmethy l)-7-[4-(4-methylpipera^in- 1 - 
yl)phenylamino]-3,4-dihydro-pyrido[4,3-^pyrimidin^(l/f)-one; 

l-(3,5-Dimethylhept"l-yl)-7-[4-(4-methylpiperazin-l- 
yl)phenylamino]-3,4-dihydro-pyrido[43-*2npyrimidin-2(Y/)-one; 
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3-(3,5-Dimethoxy-phenyl)-7-(pyridin-4-ylamino)-l-ethyI-3,4- 
dih\dro-pyrido[4,3-<^pyrimidin-2( 1 //)-one; 

3-(2-Chloro-3,5-Dimethoxy-phenyl)T7-(pyridin-4-ylamino)- 1 - 
ethyl-3'^-dihydro-pyrido[4,3-£sripyrimidin-2(l//)-one; 
5 3V2,6-DichIoro-3,5-Dimethoxy-phenyl)-7-(pyridin-4-ylamino)-l- 

ethyl-3,4-dihydro-pyrido[4,3-^pyrimidin-2(l//)-one; 

3-(2-Methyl-3,5-Dimethoxy-phenyI)-7-(pyridin-4-ylamino)-l- 
ethyl-3,4-dihydrvp-pyrido[4,3-^pyriniidin-2(l//)-one; 

3-(2,6-DiiWthyl-3,5-Dimethoxy-phenyl)-7-(pyridin-4-ylamin 
10 ethyl-3,4-dihydro-pVido[43-^pyrimidin-2(l//)-on^ 

7-[4-(4-Aminaacetyl-piperazin-l-yl)--phenylamino]-3-(3,5- 
dimethoxy-phenyl)-l-ethyl-3,4-dihydro-pyrido[43-^pyrimidin-2(l//)- 
one; 

7-[4-(4-Aminoacetyl^iperazin- 1 -yl)-phenylamino]-3 -(2-chloro- 
1 5 3,5-dimethoxy-phenyl)- 1 -ethyli5^^j^ihydro-pyrido[43-^ 

2(l//)-one; 

7-[4-(4-AminoacetyI-piperiazin- 1 -y l)-phenylamino]-3-(2,6- 

dichloro-3,5-dimethoxy-phenyl)-l-e\hyl-3,4-dihydro-pyrido[4,3- 
^/]pyrimidin-2( 1 //)-one; 
20 7-[4-(4-Aminoacetyl-pipera2in-l^yl)-phenylamino]-3-(2-meth^ 

3,5-dimethoxy-phenyl)-l-ethyl-3,4-dihydTO-pyrido[43-^/]pyriniidin- 

2(l//)-one; and \ 

7-[4-(4-AininoacetyI-piperazin-l-yl)^henylamino]-3-(2,6- 

dimethyl-3,5-dimethoxy-phenyl)-l-ethyl-3,4-d^ihydro-pyrido[4,3- 
25 <ar]pyrimidin-2(l //)-one. 

25 . A method for controlling proliferative disorders selected from the group 
consisting of cancer, psoriasis, vascular smooth muscle proliferation 
associated with a disorder selected from the group consisting of 
atherosclerosis, postsurgical vascular stenosis, and restenosis in meimmalS: 
30 diabetic retinopathy and angiogenesis, comprising administering to said 

mammal a therapeutically effective amount of a compour^d of Formula I 
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r2, and R^^ are independently selected from the group consisting of 
H, (CH2)nAr, C0R4, (CH2)nheteroaryl, (CH2)nheterocyclyl, 
Ci-C|o alkyl, C3-C10 cycloalkyl, C2-C10 alkenyl, and C2-C10 
5 alkynyl, wH«-ein n is 0, 1,2, or 3, and the (CH2)nAr, 

(CH2)nheteroaryl, alkyl, cycloalkyl, alkenyl, and alkynyl groups 

are optionally substituted by up to 5 groups selected from NR4r5, 

N(0)R'*r5, NR^R^^, alkyl, phenyl, substituted phenyl, 
(CH2)nheteroaryl, hMrJbxy, alkoxy, phenoxy, thiol, thioalkyl, halo, 

10 C0R4, C02R'^, COp^^, S02NR4r5, SO3R4, POsR^, 

aldehyde, nitrile, niiro, \ 

\ 0R5 
\ I 

heteroaryloxy, T(CH2)mQR'^= X(CH2)mC-(CH2)mQR'^. 

15 



H 

C(0)T(CH2)niQR'^, NHC(0)T(CH^UQR'^, 
T(CH2)mC(0)NR4NR5, or T(CH2)mG;02R'^ wherein each m is 
independently 1-6, T is O, S, NR4, N(0)k4 NR4r6y, or CR^R^, 
20 and Q is O, S, NR5, N(0)R5, or NR^R^Y; 

when the dotted line is present, R^ is absent; \ 
otherwise R^ has the meanings of r2, wherein r2 is asvdefined above, as 

\ 

well as OH, NR^R^, COOR^, 0R4, CONR4r5, ■^02NR4r5, 
SO3R4, PO3R4, \ 



\ 
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\ 0R5 

\ I 
\(CH2)niQR'^. T(CH2)niC-(CH2)mQR4, 



H 

wherein T aAd Q are as defined above; 

R"* and R^ areVach independently selected from the group consisting of 
hydrogert. Cj-Cg alkyl, substituted alkyl, C2-C6 alkenyl, C2-C6 

alkynyl, N^Ci-Cealkyl)] or 2^ (CH2)nAr, C3-C10 cycloalkyl, 

heterocyclyl,>and heteroaryl, or R"* and R^ together with the 
nitrogen to which they are attached optionally form a ring having 
3 to 7 carbon atoins and said ring optionally contains 1, 2, or 
3 heteroatoms selected from the group consisting of nitrogen, 
substituted nitrogenX oxygen, and sulfur; 

when r4 and together with/tnp nitrogen to which they are attached 

form a ring, the said rmg optionally substituted by 1 to 3 groups 

selected from OH, Of|!4}nr4r5^ (CH2)mOR'^, (CH2)mNR'^R5, 

T-(CH2)mQR4> CO-T-(CH2)mQR'*. NH(CO)T(CH2)mQR'^' 
T-(CH2)mC02R'^, or TCCH^mCONR^RS. 

r6 is alkyl; 

r8 and r9 independently are H, C1-C3 Wyl, NR4r5, N(0)R4r5, 

NR'^R^R^Y, hydroxy, alkoxy, thidl, thioalkyl, halo, C0R4, 
CO2R4, CONR4r5, S02NR4r5, SC)3R4, POsR^, CHO, CN, or 

NO2; 

when the dotted line is absent, R^ is additionall>ycarbonyl, thiocarbonyl, 

imine and substituted imine, oxime and ojqme ether, and 
Y is a halo counter-ion. 



26. A method of inhibiting a cyclin-depehdent kinase comprising contacting 
the cyclin-dependent kinase with a compsamd of Formula I 
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r1 , r2, and R\0 are independently selected from the group consisting of 
H, (CH2^Ar, COR^, (CH2)nheteroaryl, (CH2)nheterocyclyl, 
Ci-Cio alW, C3-C10 cycloalkyl, C2-C10 alkenyl, and C2-C10 
alkynyl, whetein n is 0, 1, 2, or 3, and the (CH2)nAr, 
(CH2)nhetero£Q3'l, alkyl, cycloalkyl, alkenyl, and alkynyl groups 
are optionally substituted by up to 5 groups selected from NR4r5, 

N(0)R^R5, NR^R^JR-^Y, alkyl, phenyl, substituted phenyl, 
(CH2)nheteroaryl, hWoxy, alkoxy, phenoxy, thiol, thioalkyl, halo, 

C0R4, C02R'^, CONR(^r5, S02NR4r5, SO3R4, POsR^, 



aldehyde, nitrile, nitro. 




0R5 



heteroaryloxy, T(CH2)mQR\ T(CH2)mC-(CH2)mQR'^> 



H 

C(0)T(CH2)mQR^. NHC(0)T(^2)mQR'^. 
T(CH2)mC(0)NR4NR5, or T(CH2\nC02R'* wherein each m is 
independently 1-6, T is O, S, NR4, Nk))R4, NR4r6y, or Cr4r5, 
and Q is O, S, NR5, N(0)R5, or NR^R^Y; 
when the dotted line is present, R^ is absent; 
otherwise R^ has the meanings of r2, wherein RAis as defined above, as 
well as OH, NR4r5, C00R4, 0R4, C0NR^R5, S02NR4r5, 

SO3R4, PO3R4, 
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J-(CH2)niQR'^> T(CH2)mC-(CH2)mQR'^> 



H 

wherein T and Q are as defined above; 

r4 and are eadi independently selected from the group consisting of 
hydrogen, CV-Cg alkyl, substituted alkyl, C2-C6 alkenyl, C2-C6 

alkynyl, N(C]-^6alkyl)i or 2' (CH2)nAr, C3-C10 cycloalkyl, 

heterocyclyl, and H^teroaryl, or R'* and R^ together with the 
nitrogen to which theV are attached optionally form a ring having 
3 to 7 carbon atoms ancrsaid ring optionally contains 1, 2, or 
3 heteroatoms selected frorn the group consisting of nitrogen, 
substituted nitrogen, oxygen, \nd sulfiir; 

when R^ and R^ together with the nitro^n to which they are attached 

form a ring, the said ring is optionally substituted by 1 to 3 groups 

selected from OH, OR^, NR4r5, (CH^mOR"^. (CH2)mNR'^R5, 

T-(CH2)mQR4. C0-T-(CH2)mQR'^. NH^O)T(CH2)mQR'^. 
T-(CH2)mC02R'^, or T(CH2)mCONR4R5. 

r6 is alkyl; \ 
r8 and R^ independently are H, C1-C3 alkyl, NR4r5, N^)r4r5, 

NR4r5r6y, hydroxy, alkoxy, thiol, thioalkyl, halo, GX)R4, 
C02R'^, CONR^r5, S02NR4r5, SO3R4, POsR^, CHC\CN, or 

NO2; 

when the dotted line is absent, R^ is additionally carbonyl, thiocarbonyl, 
imine and substituted imine, oxime and oxime ether, and 



Y is a halo counter-ion. 



27. 



28. 



A method of Claim 26 wherein said cyclin-dependent kinase is cdc2. 
A method of Claim 26 wherein said cyclin-dependent kinase is cdk2. 
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29. A method of Claim 26 wherein said cyclin-dependent kinase is cdk4 or 
cdk6. 



A method of inhibiting a growth factor-mediated tyrosine kinase 
comprising contacting said growth factor-mediated kinase with a 
compound of Formula I 

8 r9 




and the pharmac^utically acceptable salts thereof, 
wherein: 

the dotted line represents an optional double bond; 
Z is N or CH; 
G is N or CH; 
W is NH, S, SO, or SO2; 

Xis either O, S, or NRIO; 

r2, and R^^ are independentljNselected from the group consisting of 
H, (CH2)nAr, COR^, (CH2)nneteroaryl, (CH2)nt^eterocyclyU 
Cj-Cio alkyl, C3-C10 cycloalkyl, C2-C10 alkenyU and C2-C10 
alkynyl, wherein n is 0, 1,2, or 3, ^dthe (CH2)nAr, 
(CH2)nheteroaryl, alkyl, cycloalkyl, alkenyl, and alkynyl groups 

are optionally substituted by up to 5 groups^Iected from NR^R^, 

N(0)R4r5, NR4r5r6y, alkyl, phenyl, substituted phenyl, 
(CH2)nheteroaryl, hydroxy, alkoxy, phenoxy, thiol, thioalkyl, halo, 

C0R4, C02R'^, CONR4r5^ S02NR4r5, SO3R4, RpsR^, 



aldehyde, nitrile, nitro. 
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0R5 



heteroaryloxy, T(CH2)mQR'^> T(CH2)niC-(CH2)mQR'*. 



H 

C(W(CH2)mQR4, NHC(0)T(CH2)mQR'^> 
T(ChV„C(0)NR4nr5, or T(CH2)mC02R'^ wherein each m is 

independ^tly 1-6, T is O, S, NR4, N(0)R4, NR4r6y, or CR'^R^, 
and Q is 0,V NR5, N(0)R5, or NR5r6y; 
when the dotted line isspresent, r3 is absent; 

otherwise R^ has the meanings of R^, wherein R^ is as defined above, as 
well as OH, NR4rK COOR^, 0R4, CONR4r5, S02NR4r5, 



SO3R4, PO3R4, 



»r5 



T(CH2)mQR'^. T(CH2)mC-\cH2)mQR'^, 



H 

wherein T and Q are as defined above; 

r4 and r5 are each independently selected, fi-om the group consisting of 
hydrogen, Ci-Cg alkyl, substituted ^kyl, C2-C6 alkenyl, C2-C5 

alkynyl, N(Ci-C6aIkyl)i or 2. (CH2)n^r, C3-C10 cycloalkyl, 

heterocyclyl, and heteroaryl, or R^ and together with the 
nitrogen to which they are attached optionally form a ring having 
3 to 7 carbon atoms and said ring optionally Vontains 1 , 2, or 
3 heteroatoms selected from the group consisting of nitrogen, 
substituted nitrogen, oxygen, and sulfur; 

when r4 and R^ together with the nitrogen to which they are attached 

form a ring, the said ring is optionally substituted dv 1 to 3 groups 

selected from OH, 0r4, NR4r5, (CH2)niOR'^. (CHD)niNR4R5, 
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T-(CH2)mQR4^ CO-T.(CH2)mQR'^. NH(CO)T(CH2)mQR'^. 
T-(CH2)mC02R4, or T(CH2)mCONR4R5. 



r6 is alkyl; 

r8 and r9 independently are H, C1-C3 alkyl, NR4r5, N(0)R4r5, 

NR4r5r6y, hydroxy, alkoxy, thiol, thioalkyl, halo, COR^, 
CO2R4, CONR4r5, S02NR4r5, SOsR^, PO3R4, CHO, CN, or 

NO2; 

when the dotted line is absent, R^ is additionally carbonyl, thiocarbonyl, 

imine and substituted imine, oxime and oxime ether, and 
Y is a halo counter-ion. 

31. A method of Claim 30 wherein said growth factor-mediated tyrosine 
kinase is platelet derived growth factor (PDGF). 

32. A method of Claim 30 wherein said growth factor-mediated tyrosine 
kinase is fibroblast growth factor (FGF). 

33. A method of Claim 30 wherein said growth factor-mediated tyrosine 
kinase is vascular endothelial growth factor (VEGF). 

34. A\iethod of inhibiting a non-receptor tyrosine kinase comprising 
contacting said non-receptor tyrosine kinase with a compound of 



and the pharmaceutically accOTtable salts thereof, 

wherein: \ 

the dotted line represents an option^double bond; 
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7 is N or CH; 

is N or CH; 
W ^H, S, SO, or SO2; 

Xis eitWo, S,orNRlO; 

r1, r2, arm are independently selected from the group consisting of 
H, (Ck2)nAr, COR'^, (CH2)nheteroaryl, (CH2)nheterocyclyl, 
Ci-Cio\lkyl. C3-C10 cycloalkyl, C2-C10 alkenyl, and C2-C10 
alkynyl, wherein n is 0, 1, 2, or 3, and the (CH2)nAr, 



(CH2)nheter0aryl, alkyl, cycloalkyl, alkenyl, and alkynyl groups 

are optionally substituted by up to 5 groups selected from NR4r5, 

N(0)R4r5, NR4r?r6y, alkyl, phenyl, substituted phenyl, 
(CH2)nheteroaryl, hydroxy, alkoxy, phenoxy, thiol, thioalkyl, halo. 



C0R4, CO2R4, CONR'^r5, S02NR4r5, SO3R4, PO3R4, 



aldehyde, nitrile, nitro, 



0R5 



heteroaryloxy, T(CH2)mQR\T(CH2)mC-(CH2)mQR'^> 



H 

C(0)T(CH2)mQR'^. NHC(0)T(ck2)mQR'*, 
T(CH2)mC(0)NR4NR5, or T(CH2)W,C02R^ wherein each m is 
independently 1-6, T is O, S, NR^, N(0)R4, NR4r6y, or CR^rS, 
and Q is O, S, NR5, N(0)R5, or NR^Rfi^; 
when the dotted line is present, R^ is absent; 
otherwise R^ has the meanings of R^, wherein R^ isXas defined above, as 
well as OH, NR4r5, C00R4, 0R\ CONR^R^, S02NR4r5, 

SO3R4 PO3R4, 
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\r(CH2)mQR'^. T(CH2)mC-(CH2)mQR'^. 



H 

wherein T arid Q are as defined above; 

and are each independently selected from the group consisting of 
hydrogen, Y 1 -Cg alkyl, substituted alkyl, C2-C6 alkenyl, C2-C6 

alkynyi, N(Ci-C6alkyl)i or 2^ (CH2)nAr, C3-C10 cycloalkyl, 

heterocyclyl, and heteroaryl, or R"* and R^ together with the 
nitrogen to which ^ley are attached optionally form a ring having 
3 to 7 carbon atomsVnd said ring optionally contains 1 , 2, or 
3 heteroatoms selectedvirom the group consisting of nitrogen, 
substituted nitrogen, oxyfeen, and sulfur; 

when R"* and R^ together with the nitrogen to which they are attached 

form a ring, the said ring is optionally substituted by 1 to 3 groups 

selected from OH, 0R4, NR4R5\/CH2)mOR'^, (CH2)mNR4R5, 

T-(CH2)mQR4. CO-T-(CH2)mQRVfH(CO)T(CH2)mQR'^, 

T-(CH2)mC02R4, or T(CH2)mCONR^5. 
r6 is alkyl; \ 
r8 and R^ independently are H, C1-C3 alkyl, 

NR4r5r6y^ hydroxy, alkoxy, thiol, thioalkyl, hzk^o, COR^, 

CO2R'*, CONR4r5, S02NR4r5, SOsR"^, POsR^J^HO, CN, or 

NO2; 

when the dotted line is absent, R^ is additionally carbonyl, thiocar^onyl, 

imine and substituted imine, oxime and oxime ether, and 
Y is a halo counter-ion. 



30 



35. 



A method of Claim 33 wherein said non-receptor tyrosine kinase is 
selected from a transforming gene of the Rous sarcoma retrovirus (Src) 
family. 
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36. A method of inhibiting a serine kinase in a mammal comprising 

administering a serine kinase inhibiting among of a compound of Claim 1 



^ 37. A method of treaty a subject suffering from diseases caused by vascular 
ift smooth muscle cell proliferation comprising administering to said subject 

5 a therapeutically effective amount of a compound of Claim 1 . 



it 



38. A method of treatingV^biect suffering from cancer comprising 

administering to said subjliot^^ therapeutically effective amount of a 
compound of Claim 1 . ^ 



39. A method of inhibiting angiogenesis in a mammal comprising 
10 administering an anti-angiogenic effective amount of a compound of 

Claim 1 . 



40. A method according to Qaim 39 wherein the disease state caused by 
angiogenesis is selected ^-om^iuman cancer, macular degeneration, 
diabetic retinopathy, surgical adnissions, and psoriasis. 



15 41 . A method of inhibiting a wee-1 kinase enzyme in a mammal comprising 

administering a wee-1 kinase inhibiting amount of a compound of Claim 1. 

42. A compound selected from: 

7-[3-(Carboxy)-phenylamino]-3-(2,6-dichloro-phenyl)- 1 -methyl- 
3,4-dihydro-pyrimido[4,5-ii]pyrimidin-2(l//)-one; 
20 7-[3-(N-Dimethylaminopropyl-carboxamide)-phenylamino]-3-(2,6- 

dichloro-phenyl)-l-methyl-3,4-dihydro-pyrimido[4,5-^pyrimidin-2(l//)- 
one: 

7-[3-(N-Dimethylaminopropyl-carboxamide)-phenylamino]-3-(2,6- 
dichloro-3-hydroxy-phenyl)-l-methyl-3,4-dihydro-pyrimido[4,5- 
25 ^f)pyrimidin-2(l//)-one; 

7-[3-(Carboxy)-phenylamino]-3-(2,6-dichloro-3-hydroxy-phenyl)- 
1 -methyl - 3 ,4-dihy dro-py rimido [4 , 5 -rf] pyrimidin-2 ( 1 //)-one ; 
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3-(2,6-Dichloro-phenyl)-7-[4-(2-ethylamino-ethoxy)- 
phenylamino]- 1 -methyl-3 ,4-dihydro-pyrimido [4,5- J]pyrimidin-2( 1 //^ 

3-(2,6-Dichloro-3-hydroxy-phenyl)-7-[4-(2-ethylamino-ethoxy)- 
phenylamino]-l-methyl-3,4-dihydro-pyrimido[4,5-i5npyrimidin-2(l//)- 

7-[4-(Carboxamide)-phenylamino]-3-(2,6-dichloro-phenyl)-l- 
methyl-3,4-dihydro-pyrimido[4,5-iilpyrimidin-2(l/f)-one; 

7-[4-(Carboxamide)-phenylamino]-3-(2,6-dichloro-3-hydroxy- 
phenyl)-l-methyl-3,4-dihydro-pyrimido[4,5-(/lpyrimidin-2(l//)-one; 

3-(2,6-Dichloro-phenyl)-7-(3-hydroxymethyl-phenylamino)- 1 - 

methyl-3,4-dihydro-pyrimido[4,5-<^pyrimidin-2(l//)-oi^e; 

3-(2,6-Dichloro-phenyl)-7-(4-morpholin-4-yl-phenylamino)-3,4- 

dihydro-pyrimido[4,5-^/lpyrimidin-2(l//)-one; 

3-(2,6-Dichloro-3-hydroxy-phenyl)- 1 -methyl-7-(4-morpholin-4-yl- 
phenylamino)-3,4-dihydro-pyrimido[4,5-£3Gpyrimidin-2(l//)-one; 

3-(2,6-Dichloro-3-hydroxy-phenyl)-7-(3-hydroxymethyl- 
phenylamino)- 1 -methyl-3,4-dihydro-pyrimido[4,5-ii]pyrimidin-2( 1 /f)-one; 

7.[4.(3-Carboxypropyl)-phenylamino]-3-(2,6-dichloro-phenyl)-l- 
methyl-3,4-dihydro-pyrimido[4,5-(/lpyrimidin-2(l//)-one; 

7.[4_(3-Carboxypropyl)-phenylamino]-3-(2,6-dichloro-3-hydroxy- 
phenyl)-l-methyl-3,4-dihydro-pyrimido[4,5-ii]pyrimidin-2(l//)-one; 

3-(2,6-Dichloro-phenyl)-7-[4-(formyl-phenylamino]- 1 -methyl-3,4- 
dihydro-pyrimido[4,5-<fjpyrimidin-2(l/f)-one; and 

3-(2,6-Dichloro-3-hydroxy-phenyl)-7-[4-(formyl-phenylamino]- 1 - 
methyl-3,4-dihydro-pyrimido[4,5-^pyrimidin-2(l//)-one. 

43. A pharmaceutical formulation comprising a compound of Claim 1 in 
combination with a pharmaceutically acceptable carrier, diluent, or 
excipient. 




